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***** New Cell Transfer, Gene Therapy Grants

The National Institute of Allergy and Infectious Diseases 
(NIAID) has awarded six grants for innovative, high-tech AIDS 
treatment research, under a new program called SPIRAT 
(Strategic Program for Innovative Research on AIDS 
Treatment). The projects are funded for four years, with the 
first year total being $6.2 million. Each team should begin 
human studies, at the latest, by the third year.

The six principal investigators are:

* Phillip Greenberg, Fred Hutchinson Cancer Research Center, 
Seattle;

* Judy Lieberman, M.D., Ph.D., New England Medical Center, 
Boston;

* Thomas Merigan, M.D., Stanford University, Stanford, 
California;

* Gary Nabel, M.D., Ph.D., University of Michigan, Ann Arbor;

* Flossie Wong-Staal, Ph.D., University of California, San 
Diego; and

* David Weiner, Ph.D., University of Pennsylvania, 
Philadelphia.

Most of these projects involve removing immune-system cells 
from persons with HIV (or starting with cells from their 
siblings), changing the cells in some way to give them 
activity and/or immunity against HIV, growing large numbers 
of the modified cells in the laboratory, then injecting them 
back into the patient. For example, the Stanford study will 
obtain dendritic cells from uninfected siblings, treat them 
with HIV proteins or peptides, then inject then into the 
patient -- which should cause the patient's immune system to 
generate HIV-specific cytotoxic T lymphocytes (CTLs). Later, 
for persons with low T-helper counts, their relatives' 
dendritic cells, and relatives' CD4 or CD8 cells, will be 
used to generate the HIV-specific CTLs.

The University of Pennsylvania project will test a different 
treatment approach, called DNA vaccines. In this study, non-
infectious HIV genes will be injected into muscle tissue of 
persons with HIV. This should stimulate an immune response 
against the virus.

Nava Sarver, Ph.D., coordinator of the SPIRAT program, 
described its goal as to "allow scientists to pursue 
strategies to restore or maintain functional immune systems 
in people infected with HIV or to attack HIV replication 
directly on the macromolecular and cellular levels rather 
than by drug intervention."

NIAID announced the SPIRAT recipients on September 1.

 
***** "Access" and "Answers": FDA Antiviral Advisory 
      Meeting, September 12-13

 by John S. James

 During the last several weeks, a long-running dispute among 
AIDS treatment activists has become particularly intense and 
often bitter. The dispute concerns where to place the 
emphasis on early access to new experimental treatments such 
as protease inhibitors, vs. getting better answers on how 
well the treatments work and how to use them. Almost 
everybody publicly supports both access and answers; yet 
there are substantive differences, and these have become 
entangled in disputes over personalities and process.

 The September 12-13 meeting, near Washington D.C., of the 
Antiviral Advisory Committee (a group of outside experts set 
up by the U.S. Food and Drug Administration to advise the 
agency on matters related to the approval of HIV treatments 
and other antiviral drugs), focused on the system of 
"accelerated approval" -- which allows drugs for serious or 
life-threatening conditions to be approved early, based on 
favorable results of certain blood tests, with the much 
longer trials required to prove clinical efficacy being 
completed later. (For background on this meeting, see AIDS 
Treatment News #205, August 19, 1994.)

Anyone could sign up to address the panel, and over 30 did so 
-- including physicians, people with HIV and their friends 
and family members, activists on AIDS, cancer, and 
healthcare, and others. Most spoke for five to ten minutes. 
Most addressed the access and answers controversy at some 
point in their talk.

Readers should note that the meeting made no decision -- it 
was intended to hear views and suggestions on how the 
accelerated approval process is working, and how it might be 
improved. The FDA leadership remains firmly committed to 
accelerated approval; no formal changes in the regulations, 
nor major changes in emphasis, are expected at this time. And 
the interested public (as shown by the comments below) also 
remains strongly supportive of early access to treatment, 
through accelerated approval and through other mechanisms -- 
although almost everybody also agrees that the drug-
development system must be improved, to produce better drugs 
and also to give patients and physicians the information they 
need to use available drugs effectively.

 While the bitterness of the dispute now seems to be 
receding, the controversy remains critically important 
because of its potential to influence (and to damage) both 
research and patient care. If, as some are coming to suspect, 
the whole controversy is in some ways centrally misguided -- 
if the research strategies we should be pursuing do not 
require tradeoff between individual patient care and 
scientific advance -- then it may turn out that sacrifices 
made to "balance" access with answers will have actually have 
been made for nothing.

The Public Testimony

Public testimony was scheduled in three sessions of the two-
day meeting. Other sessions were reserved for discussion 
among the Advisory Committee members themselves, or for 
testimony by invited experts. All sessions at this meeting 
were open to the public, and about 150 people attended.

The Antiviral Advisory Committee currently consists of ten 
members, mostly from academic and government medical centers. 
This session was also joined by five members of the National 
Task Force on AIDS Drug Development, four past members of the 
Antiviral Advisory Committee, and three other guests, two 
representing community groups and one from the U.S. National 
Cancer Institute.

AIDS Treatment News has chosen to present the public 
testimony by quoting indirectly some of the main points made 
by the speakers. Each bulleted paragraph or section below 
represents a different speaker. Almost all the speakers are 
included; a handful are omitted because we did not take 
adequate notes. Because we worked from our notes, summarizing 
speakers' statements in our own words, and could not check 
with over 30 speakers to make sure we quoted them correctly, 
we did not quote anyone by name.

Our report below only includes the public comment -- not the 
discussion among the panelists. The panelists did well, and 
their discussion was among the most interesting of the 
meeting. But it needs to be presented in a different format, 
perhaps in the context of an article focusing on research 
strategy. The panelists share much background information and 
leave much unstated when they speak with each other; 
presenting highlights, as we did with the public testimony, 
would not be effective.

We tried to keep our own opinions out of the selection and 
summarizing of the public testimony; some of the statements 
below are ones we strongly disagree with. But it would be 
impossible to summarize two days of talks in an eight-page 
newsletter and eliminate the influence of one's own 
viewpoint. Those who want more information can obtain the 
full transcript from the FDA; see below for instructions on 
how to do this.

We left speakers quoted below in chronological order, as 
trying to categorize them would be misleading. Brackets 
indicate material we added for clarification -- or statements 
by panelists in response to the speaker.

*  *  *

 * Three hundred thousand have died, and we worry about data. 
I can't give my patients protease, antisense, gene therapy; 
they're being protected until they're dead. So they go abroad 
for "cures."

 You can open the journals and easily find 50 compounds that 
inhibit the virus -- but are not being tested.

 How many people have died from agents that have made it 
through phase I [early dosage and toxicity testing]? We have 
FIAU [a hepatitis treatment which did pass phase I, but then 
killed several people in later trials]. But there are errors 
of omission, too, when needed drugs are not available; [these 
are not balanced because] the blood is not on your hands, the 
people just died.

 * There are natural antivirals with less down side than 
synthetic drugs. You won't find people in emergency rooms 
from aloe, turmeric, bitter melon. Many people are surviving, 
but are not counted, as they are not in bureaucratic 
structures; they don't want the abuse they would take if they 
came forward.

 * When people with AIDS get drugs under the parallel track 
or "treatment IND" systems, the drugs are usually free, but 
the associated expenses [such as doctor visits, required 
labs] are usually not reimbursed by Medicare/Medicaid or most 
private insurance, but paid out of the patient's pocket; this 
creates economic barriers to those programs. It is different 
in cancer, however; with "Group C" cancer drugs, these 
barriers do not apply. This is because of a 1980 interagency 
agreement between NIH [the U.S. National Institutes of 
Health] and HCFA [the Health Care Financing Administration], 
which recognized the need to fund research in new cancer 
drugs. With this unique HCFA reimbursement policy, patients 
are reimbursed for the cost of Group C drugs, and expenses 
related to their use in trials.

 Group C drugs are distributed by the National Cancer 
Institute, only to physicians registered with NCI who agree 
to use specific protocols.

 This system should be rationally applicable to AIDS.

[Note: One member of the panel commented that he had been at 
the National Cancer Institute at the beginning of Group C. 
The NCI had a series of drugs with no industry sponsor, but 
with established safety and efficacy for particular 
indications. These drugs would have been ready for marketing, 
if they had an industry sponsor.]

 * One woman told about the death of her oldest son, of 
cryptosporidiosis. She had heard that bovine colostrum might 
help, but was unable to obtain it. Now she is sure that 
accelerated approval has kept her other son, and a close 
friend, alive. But neither is qualified for a protease 
inhibitor trial. Without accelerated approval, there will 
likely be a two to five year trial before protease inhibitors 
are available.

Her surviving son had severe dementia; it was treated with 
AZT, and he had a miraculous response. But how long will it 
last with one drug alone? He may need a protease inhibitor.

 * Another speaker said that accelerated approval had saved 
his life. We cannot go back to the "days of panic when your 
drug stopped working."

 * The idea that some are against accelerated approval is 
ridiculous; the question is, what is the evidentiary 
standard? We need different methodologies, not just one. You 
can collect long-term safety and efficacy data and still 
remain flexible.

 There is a tendency to believe that a drug is better than no 
drug, and that a new drug is better than an old drug. In many 
cases that's not true.

 * The issue is access to drugs vs. access to proven drugs -- 
process based on belief, vs. process based on reason. If you 
compare astronomy students with readers of astrology columns, 
the latter is by far the largest and most vocal. It is 
disappointing to see the same trend away from reason and 
toward belief in the HIV community.

 Trials have failed to provide the answers, leading to a cult 
of individuality, access to any drug with evidence of 
efficacy. But should we hold future trials hostage to 
individualistic needs? Instead, defer rights of access for 
long-term benefit; altruism means the individual giving up 
some benefit for the group. Otherwise most people will be 
left out; the majority of people with HIV worldwide will 
never have access, accelerated or otherwise, to any of the 
treatments discussed here. And a trend toward scientific 
illiteracy is leading to chaotic drug testing.

 Saving lives and acquiring data are not mutually exclusive. 
I want to live, but I want my death to be meaningful to 
future generations. It is time to work together for answers 
for the future, for people who will never have the 
opportunities that we have today.

 * Nothing is more important than access to treatment. After 
phase I, drugs with potential should be made available 
through accelerated approval, while the FDA commits to large-
scale efficacy trials.

 [One of the guest panelists then challenged the speaker, 
asking how do you make treatment decisions? When do you 
switch drugs? What combinations do you use? We don't have the 
data to make decisions, that's the bottom line. People with 
AIDS need a rational game plan; stop this nonsense about some 
people being against access vs. some being for access.]

 * There is a tension between patients wanting access, vs. 
difficulty in initiating and completing studies of new 
agents. FDA approval is a key step; but after approval, 
incentives to sponsor controlled trials change substantially. 
Despite only two years for approval of AZT, activists 
insisted on parallel track for its cousins. One undesirable 
result is that little information is generated to guide 
physicians. This becomes worse as more drugs become 
available.

 * The next speaker, an economist, said that accelerated 
approval increased the ROI (return on investment) for 
companies developing AIDS drugs. This impacted on the 
development of cancer drugs, since there is only so much 
capital to go around. The FDA could have anticipated this if 
it had a management advisory committee with business 
experience. Also, the FDA needs a bigger budget. And we must 
have one set of standards for all life-threatening 
conditions.

 * Drug approval is not the problem; the problem is the 
infrastructure of clinical research in this country. We 
strongly support accelerated approval as written, but it has 
not been fully implemented. The FDA has not insisted on 
adequate and well-controlled trials. We don't need to change 
the regulations, but we do need to improve the process.

 When accelerated approval is given, the sponsor must already 
have under way studies likely to demonstrate whether or not 
the drug prolongs life. Unless clinical efficacy studies are 
underway, we will never validate surrogate markers. And 
efficacy trials are most likely to succeed if we start now.

 I am not proposing to delay approval; just have a good trial 
going first.

 Before accelerated approval, expanded access (such as the 
parallel track program) is almost a moral requirement to show 
real-world safety. What if accelerated approval is given, and 
then there is a ghastly side effect? Expanded access is 
insurance that this won't happen.

 [Note: This speaker suggested a "large simple trial" design 
for the expanded access program. In this kind of trial, many 
thousands of patients are assigned at random to the drug 
being tested, or to placebo or other treatments. Very little 
data is collected -- often no more than whether the 
volunteers are still alive -- which makes this very large 
trial possible. One advantage of the large simple trial is 
that it can enroll a great diversity of patients, obtaining 
real-world experience.

 [But panelists and others pointed out, here and at other 
times during the two-day meeting, that the successful 
experience with large simple trials, for example with heart-
attack treatments, has almost always been on drugs which are 
already approved, so that side effects and other information 
are known. (Some of the existing expanded-access programs for 
AIDS drugs have in effect been large simple trials, well 
before the drug was approved; but these programs randomized 
patients to different doses of the same drug, not to drug vs. 
placebo. These trials have provided useful safety 
information, but little if any reliable information about the 
drug's efficacy.)]

 * Early access through accelerated approval, and the right 
to have information, are not mutually exclusive. The key 
issue is to avoid delay, develop drugs as rapidly as 
possible, and improve the process.

 Many master protocols have been proposed; people get 
excited, but so far the plans have never gone anywhere. The 
FDA should look at these proposals and say if they are useful 
or not. Usually the impetus must come from the FDA and the 
NIH, not from drug companies, as many different drug 
companies will be involved (and they usually don't work well 
with each other). [Note: A master protocol is a standardized 
way of testing many different drugs -- including new drugs 
which may be unknown when the trial is designed and started. 
This kind of trial can save time, because when a new drug is 
ready to test, it can be plugged in to the existing system, 
without waiting for some of the paperwork, approvals, 
recruiting, etc., of designing a new trial from scratch. An 
industry group, the Inter-Company Collaboration on AIDS Drug 
Development, has designed a master protocol to test 
combination antiviral therapies, and plans to start enrolling 
patients later this year.]

 * What will the FDA do if the accelerated approval of d4T or 
other drugs is not confirmed in larger clinical trials? Given 
political reality, it would be virtually impossible to 
withdraw the drug; also, it would be exceedingly cruel.

 The problem is that the current system is not giving us the 
answers we need. Would it be better to begin with a 
combination treatment? Is any drug better than nothing for 
early treatment? The benefit of the nucleoside analogs (such 
as AZT) vs the risks has never been confirmed.

 The FDA is not using its policing powers effectively. 
Companies do not want to spend money on trials of 
monotherapy, and patients don't want to enroll in these 
trials; as a result we will never get the missing answers. 
The current system won't work unless there is a home-run 
drug. We have a lose-lose situation precipitated by the 
current regulations. We don't need to develop drugs slower, 
just better.

 * Accelerated approval should remain intact. When a drug is 
known to be safe, people with life-threatening illness should 
have the option of trying it.

 Of course we want to know how these drugs work in women's 
bodies; but today's trials won't tell us. Research which 
excludes women must be redesigned.

 * My patients in East Harlem will never be involved on a 
large scale in a trial with a placebo. There is a history of 
distrust.

 And I will not sell them on an ineffective trial. These 
patients are already burdened. It is time to stop the choke-
hold on money for treatment. We need changes in the system, 
and in the faces of so-called activism. It is genocide in the 
name of activism to stop early access to drugs, giving some 
people the power of life and death over others.

 The system must include previously neglected communities. 
There are 1.2 million inmates in the U.S. today. There must 
be an agenda, epidemiologically oriented, for counseling, 
prevention, and treatment. Prisoners far exceed the general 
population in the U.S. in the incidence of AIDS.

 * I see no hope in this conversation. It is just pushing 
statistics.

 * We see no compelling reason to change the rules for 
accelerated approval, just because there is a new class of 
drugs. Almost everyone agrees that the FDA will eventually 
approve saquinavir [the Hoffmann-La Roche protease 
inhibitor]. But when? There should be accelerated approval 
when the drug is safe, and shows some promise of 
effectiveness. This may be as soon as data becomes available 
from an interim analysis of phase III studies.

 * We are mistaking the discussion of how to get better data 
from clinical trials, with accelerated approval. That's why 
we're at each other's throats. We must get better data, but 
in no way at the expense of accelerated approval.

 We all want better data. But we must ask, what price are we 
willing to pay for it? If we want to know about a small 
difference in drug efficacy, then how small a difference, and 
how much do we pay to get it? There is a widespread 
perception that we already spend too much time studying 
marginal drugs.

 We could approve accelerated approval by doing a better job 
in phase II pivotal trials. They should be larger, more 
clearly defined, with more power in them.

 But no number of trials will ever predict what a drug will 
do in one person. Trials will increase the confidence level; 
but still each individual case is unique. So the try-and-see 
element will loom large.

 It is unrealistic to think that we can conduct followup 
studies with survival or other clinical endpoints on every 
drug coming down. Look at the numbers. Where are the bodies 
going to come from? Almost every trial today already has 
recruitment problems, both from dislike of the drugs that 
volunteers may be randomized to, and because of the large 
number of trials and options for people.

 Remember that we still have ongoing studies of aspirin. We 
will never have all the answers about how to use a drug.

 Will plasma RNA testing show quickly which drugs are 
working? Six studies now have produced some significant 
evidence that it does work; but none of them were prospective 
studies designed to answer that question. We need to design 
trials to test whether this viral measure has value. Do 
trials with this marker, then analyze those trials.

 We are moving from testing individual agents, to testing 
treatment strategies. The National Task Force for AIDS Drug 
Development must take the initiative, as companies do not 
have a motive. The ACTG (the AIDS Clinical Trials Group, of 
the U.S. National Institute of Allergy and Infectious 
Diseases) has not done it. The CPCRA (Community Programs for 
Clinical Research on AIDS) is trying, but has had no support.

 Placebos are generally unethical in long-term studies 
without a safety net, such as the "switch points" which have 
been described. But there are times when you can use placebos 
in this disease -- for example, to study viral markers. And 
there are large numbers of patients who refuse to take AZT; 
they should be permitted to make decisions about placebos.

 * My T-helper count is higher today than it was at diagnosis 
five years ago. There is a polar split now in AIDS treatment 
activism, between optimism and pessimism.

 A large simple trial which counts dead bodies after three or 
four years is largely irrelevant to making better treatment 
available. It is wrong to force people to comply with trials 
for several years, or give up new-drug access altogether.

 Clinical trials is my only access to new drugs -- starting 
with ddI, as I was lucky enough to be randomized to it. 
Taking away our choices in order to force us into a 
controlled trial is immoral.

 * The rationale for accelerated approval remains sound. 
Hundreds of patients at our clinic in Birmingham have 
received treatment under accelerated approval that they would 
not have received otherwise. They have obtained therapy, and 
hope. I am puzzled by the current debate about accelerated 
approval, and the reason for this debate to happen now.

 Three protease inhibitors tested at our center have produced 
responses in viral burden which are unprecedented.

 * Atlanta is seventh in the nation in the number of cases, 
and there is no adult ACTG center; the only access is through 
the CPCRA [which mostly tests treatments for opportunistic 
infections]. Birmingham is 150 miles away. And most Veterans 
Administration or county health-department patients do not 
have access to drugs not FDA approved; we fight that every 
day, but it is the reality. Accelerated approval is a better 
option; access to trials is not adequate.

 We need more studies that are women-specific. Women are 
harder to reach. But they have incredible interest and need. 
It is important to find a way to research alternative and 
natural therapies.

 * We should not abandon reason. I do not want to see the FDA 
reduce its standards for safety and efficacy. Accelerated 
approval to bad drugs is not a good thing.

 Experiments must compare groups that are equal in all ways 
except one, the drug. Only randomized, blinded trials are 
valid.

 * I fear that decisions [in Washington, etc.] will limit 
peoples' ability to make personal decisions about their 
treatments. Recent faxes, phone calls, and articles have 
contributed to that fear -- that some organization, agency, 
or individual, who feels that they are looking out for us, 
may make decisions for us.

 In the South, there is limited access; many people depend on 
accelerated approval for treatment options.

* Many are concerned with access; I am not sure why. The 
consensus is that people should be allowed to take risks -- 
treatment guessing. But this is an act of desperation, not 
reason.

What's at stake is the right of a small group of people to 
impose these choices on all. Accelerated access requires 
clinical confirmation, and we're not getting it.

[In response to questions from panel]

With AIDS, a moderate effect may be measurable in a clinical 
trial in a year. We will be getting a flood of drugs -- four 
nucleoside analogs already, another one coming along [3TC], 
and perhaps 12 protease inhibitors being developed -- and we 
don't know how to use them.

Individualizing therapy is an argument for surrogate markers. 
This may work for the individual. But we need to know 
whether, on average, it is better to take a drug or not to 
take it.

We do not necessarily need a new large simple trial for every 
protease inhibitor. If we develop a reliable index therapy, 
then there are other options. If we reliably know what it 
does in a patient population, we can compare new protease 
inhibitors to the established product. The worst thing we can 
do is to do nothing.

* How accessible is accelerated approval to the underserved? 
If they can't get primary care, they can't get accelerated 
approval. In the ddI parallel track program, only five 
percent were women, eight percent African American. With d4T, 
it was 5 percent women, 8 percent African American. With 3TC 
so far, it is 4 percent women, 15 percent African American, 
and 4 percent Latino. Only the 3TC program includes 
pediatric, ages 3 and up.

In other words, the parallel track programs serve mostly 
white men. We need to be creative and flexible about getting 
underserved populations into trials, and into expanded 
access.

Restrictions apply to public clinics. I have done the 
paperwork for the d4T parallel track; it's not complicated, 
but it is time-consuming. Our office had to hire an extra 
person. How is this paid for -- bill the patient or 
insurance, or require an extra visit? In San Francisco, you 
can get into parallel track through the public clinics; but 
every year we must fight budget cuts, so we don't know if 
this will continue.

Women have social constraints that single men often do not. 
They may be the caregiver for their spouse or children; they 
may be head of the household. And there is still the stigma: 
a woman with HIV may be considered either an IV drug user, or 
a whore. Many are not "out" to their families and friends; 
how can they rationalize the extra visits which parallel 
track may require?

* I get calls daily [from people with hemophilia and HIV]. 
They have two concerns: access to new therapies, and data on 
safety of new therapies. Rarely do they ask about better ways 
to learn about approved antiretrovirals. But they know there 
are safety problems even with the standard approval process.

Many hemophiliacs are excluded from clinical trials [because 
of various medical complications]. They need expanded access 
[parallel track] that works for them -- and they need 
accelerated approval. They don't have time to wait for 
detailed efficacy information before having the option to use 
an emerging therapy.

* We support the right to make decisions. We also support 
regulations, and understand that they will sometimes 
compromise autonomy. The responsibility for achieving this 
balance lies with the FDA. We need maximum access and 
answers.

A message from the Yokohama conference is that AIDS will 
endure for many years. While we seek shortcuts for people 
with AIDS today, we should not circumvent building knowledge 
for tomorrow. There is now a crisis in the design of trials 
to get the necessary answers. A drug with unknown efficacy is 
also a drug of unknown harm.

There should be premarketing studies, with much broader 
access and much harder data than now. And postmarketing 
studies with much larger trials; whether "simple" or not is a 
matter for statisticians and economists to decide.

As our knowledge about surrogate markers changes, the FDA 
must clarify in a public forum what data will be enough for 
approval.

* People are being told there is no hope if they cannot 
tolerate standard therapy. They should be able to request a 
list of treatment options to treat the HIV virus.

New herbal products should be tested -- in part to put to 
rest the hype. The National Institutes of Health, and private 
organizations, should begin well-designed trials of non-
pharmaceutical-company treatments now.

* The current system of drug development has failed to 
deliver any antiviral drug which we believe will extend life. 
Natural antivirals, including amino acids and their analogs, 
need to be studied.

* It seems that new treatment regimens are being held to a 
higher standard than old ones. For example, two weeks ago 
today, the FDA rejected an extension protocol for the Salk 
HIV treatment vaccine. This treatment has been in human use 
since 1987 with a perfect safety record. Now people are being 
denied booster shots and additional clinical trials. We have 
a waiting list of 900 in the Philadelphia area alone.

* A growing problem is that companies are refusing to provide 
parallel track programs because of the expense. Perhaps some 
drugs could be given a carefully regulated accelerated 
approval in place of parallel track. This would allow 
companies to charge for the drug, using the income stream to 
help offset expenses. The key would be enforcing the 
reporting of major adverse events -- which does happen 
effectively with parallel track, but not always with approved 
drugs.

This system would not create a new subminimum for industry, 
since each drug would either build a safety database (making 
it equivalent to the accelerated approval we have already), 
or be withdrawn.

[One guest panelist commented that large companies would be 
unlikely to charge for a drug at the parallel-track stage, 
because they are not ready to make pricing decisions until 
development is complete.]

* With nucleoside analogs [AZT, etc.], there was no plan to 
guide their development. Now we need a Protease Inhibitor 
Task Force to plan for the orderly and effective development 
of this class of drugs.

* We need to move toward individualized therapy -- and 
perhaps toward individualized clinical trials. We should 
build on existing expanded access programs, not go to old 
style trials with death or illness as the endpoint. Early 
access can be more flexible and innovative, with simpler 
followup.

* The context for this entire debate is the impact on the 
affected communities, during the last couple years, of 
disappointing data and limitations of drugs. The only 
possibility for real hope is an effective standard of care 
that works for patients. When accelerated approval drugs come 
out with no efficacy data, and apparently no hope for 
efficacy data, that's a false promise that can hurt people, 
and slow the search for a cure.

Transcript Available

Either a complete transcript of the two-day meeting, or 
summary minutes, will be available. The following ordering 
information was distributed at the meeting:

"Mail written request specifying data [September 12 and 13, 
1994], name of committee [Antiviral Drugs Advisory 
Committee], and a description of the documents requested 
[either complete transcript, or summary minutes] to: Food and 
Drug Administration, Freedom of Information Staff, HFI-35, 
Room 12A-16, 5600 Fishers Lane, Rockville, MD 20857.

"Invoices are sent monthly by the Freedom of Information 
(FOI) staff. If requested, FOI will inform you of fees in 
advance.

"Transcripts ... will be available from FOI fifteen working 
days after the meeting. You may also purchase transcripts 
directly from the transcribing company. Summary minutes will 
be available approximately 90 days after the meeting. Please 
wait until this time period has elapsed before you place your 
order... or phone 301/443-5455 for status of minutes."


***** AZT, Perinatal Transmission: Unanswered Questions 

by Rae Trewartha

The finding that AZT can reduce HIV transmission from mothers 
to infants by about two-thirds, [first announced by the U.S. 
National Institutes of Health in February this year -- see 
AIDS Treatment News #194, March 4, 1994] is indeed a major 
step forward. Important questions, however, remain 
unanswered:

* This trial (AIDS Clinical Trials Group [ACTG] 076) targeted 
a very specific group of pregnant HIV-positive women who had 
relatively high T-helper cell counts (greater than or equal 
to 200), and who had had less than 6 months previous AZT or 
other anti-retroviral treatment. Now many other women need to 
make decisions about taking AZT during their pregnancies, and 
it is unclear how the trial results relate to their own 
particular circumstances.

* Is the full study regimen necessary? The women in the trial 
took AZT starting at between 14 and 34 weeks of gestation and 
continuing through the pregnancy; then they took AZT 
intravenously during labor; and, finally, their babies were 
given AZT for the first six weeks of life. Sometimes the 
complete protocol is not feasible, due to cost or other 
concerns; and it is impossible to tell from the study whether 
a lesser regimen would be effective. This point has 
particular relevance to studies which suggest that many 
babies may be infected during the birth process.(6)

* What about the possibility, in the years ahead, of long-
term adverse effects to the babies? The babies showed very 
little evidence of side-effects attributable to AZT, but 
there is no research available on the long-term effects of 
administering AZT to children, either pre- or post-
natally.(2)

* Is the mother's viral load, or the fact that she may have 
been on AZT, or other HIV treatments for her own health, for 
a length of time, a factor in the perinatal transmission 
rate?

* How does taking AZT as a preventative measure affect its 
usefulness when either the mother or baby may need to take it 
as a health measure in the future?

* Will AZT work as well for subsequent pregnancies as it does 
for the first?

* Is this trial result likely to be used to invoke 
legislation to mandate testing of all pregnant women?

 While health care providers need to be aware of all the 
issues involved in advising pregnant women about the effects 
of AZT, there are many questions which are unanswerable with 
the present, available information. 

On August 5, 1994 the U.S. Public Health Service published 
recommendations for the administration of AZT to pregnant 
women and their babies. In these recommendations [see note] 
they are careful to point out that, "the results of this 
study are directly applicable only to HIV-infected women with 
characteristics similar to those of the women who entered the 
study, and the long-term risks of ZDV [AZT] used in this 
manner are not known."(1) For this group of women the 
recommendations are that the woman's health-care provider 
should advocate the full ACTG Protocol 076 regimen. This 
regimen -- modified as appropriate for the woman's stage of 
pregnancy -- is also recommended for any HIV-infected woman 
who is more than 14 weeks pregnant and has not shown previous 
adverse reactions to AZT, with the provision that health-care 
providers present all women with the necessary information on 
the risks and benefits of the therapy. This information 
should be presented in a manner that will enable the woman to 
make an informed decision -- free from coercion. 

The recommendations conclude by noting that "The information 
on which these recommendations are based is incomplete, and 
additional information is needed to optimize use of AZT for 
this purpose."(1) For instance, the recommendations note that 
the "Use of AZT during pregnancy could be associated with the 
development of AZT-resistant virus, which may lessen the 
drug's therapeutic benefit for the woman when it is needed 
for her own health," and suggests that because of this 
concern "considerations for the woman's future health care 
should include the availability of alternative drugs for 
treatment of HIV infection."(1) This may, of course, also be 
a problem for the future health of the babies who are HIV-
infected.

The Lancet, in an editorial entitled "Zidovudine for mother, 
fetus, and child: hope or poison?",(2) points out that there 
have been no placebo-controlled trials of AZT in children, 
and says that "the most worrisome aspect" of the trial 
results is the lack of information about "the possibility of 
long-term adverse affects on children exposed to zidovudine 
during fetal life, especially since the vast majority would 
not have been infected anyway." This may be true in England 
where the risk of perinatal transmission is approximately 
14.4%,(3) however this risk rises to 25% in the U.S.(4) and 
45% in parts of Kenya.(3) In the U.S., that 25% transmission 
rate accounts for 88% of all pediatric AIDS cases -- 
approximately 1,750 babies are born HIV-infected each 
year.(5)

Our knowledge regarding the links between the viral load of 
the mother and the subsequent rate or severity of infection 
of her infant is confusing and inadequate at this point. A 
study in Zaire(6) reported that highest risk appeared to be 
associated with high CD8+ and low CD4+ lymphocyte counts or a 
positive test for p24 antigen, but that in women with none of 
these factors inflammation of the placental membrane was the 
main risk factor; these factors appeared to be neither 
synergistic nor additive. In women who manifested none of the 
above risks the rate of perinatal transmission was as low as 
7% while it ranged as high as 71% for other women in the 
study. The researchers noted that high viral load is 
consistent with late and early stages of HIV infection, so 
that recently-infected pregnant women, who are likely to be 
unaware of their HIV status, may be at high risk for 
transmitting the virus to their babies. It is difficult, 
however, to reconcile the implications of these findings with 
current recommendations which do not allow the administration 
of AZT to pregnant women until the 14th week of pregnancy 
(unless it is indicated for their own health).(1)

A recent study(7) has suggested that HIV-positive pregnant 
women who experience complications during delivery have 
better chances for delivering a healthy baby if they quickly 
undergo a cesarean section. Results showed that the risk 
factor for perinatal HIV infection increased when babies 
experienced complications either during vaginal or cesarean 
births, but the risk was reduced from 25% for babies born 
vaginally with no complications, to 19% for babies born by 
cesarean section with no complications. This result is 
supported by research on births of twins to HIV-infected 
mothers, which showed that first-born twins were more likely 
than second-born to be HIV-infected; a finding which led the 
researchers to hypothesize that "a substantial proportion of 
HIV-1 transmission occurs as the first twin encounters the 
cervix and the birth canal."(8) They, thus, suggested that 
"measures such as cleansing of the birth canal and cesarean 
delivery before membrane rupture" should be studied to 
determine their usefulness in reducing perinatal transmission 
of HIV. As the birth process is obviously such a high-risk 
factor in this transmission, it appears that this is another 
area which requires more study in regard to the use of AZT as 
a preventative measure.

The July 1994 issue of State AIDS Reports(5) reviews 
legislation enacted in the area of HIV/AIDS and pregnant 
women. Many states have requirements that women be offered 
free and anonymous testing but none have so far made this 
mandatory. Michigan, however, requires doctors to offer 
testing to all pregnant women, but this law does create 
exemptions in cases where women will not give their written 
consent, or their physician considers testing medically 
inadvisable. The National Resource Center on Women and AIDS, 
at the Center for Women Policy Studies, plans to convene a 
"surveillance think tank" to study this issue.

While there are obvious concerns, and many areas that require 
further study and research regarding the prevention of 
perinatal HIV transmission, the good news from ACTG 076 is 
that it appears to provide a method of prevention which could 
reduce this transmission rate to 8.3%, which would mean 1100 
fewer babies per year born HIV infected in the U.S. As The 
Lancet editorial points out, this "could have far greater 
implications for children born to HIV-positive women than any 
treatment for HIV-infected children themselves in the 
foreseeable future."(2) Above all, however, it must be 
reiterated that high-quality prenatal care is the major 
necessity for healthy babies. Researchers writing in the 
American Journal of Public Health on maternal-infant HIV 
transmission comment, "As in many other aspects of maternal-
child health, prenatal care is critical. Early identification 
and monitoring of high-risk pregnancies may be beneficial. 
Unfortunately, many HIV-infected women still do not receive 
adequate prenatal care."(7)

[Note: The Recommendations (reference 1. below) are available 
from The National AIDS Hotline, phone 800/342-2437; Spanish, 
800/344-7432.]
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